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1-13 4-7 13-14 13-17 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-8 7-12 8-9 9-10 10-11 11-12 
exact /norm bonds : 

1-2 1-6 1-13 2-3 3-4 4-5 4-7 5-6 13-14 13-17 
normalized bonds : 

7-8 7-12 8-9 9-10 10-11 11-12 
isolated ring systems : 
containing 1:7: 




G1:0,S 

Match level : 

l:Atom 2:Atom 3 : Atom 4:Atom 5: Atom 6:Atom 7: Atom 8: Atom 9:Atom 10: Atom 
11: Atom 12: Atom 13: CLASS 14: CLASS 17: CLASS 



LI 



STRUCTURE UPLOADED 



= > d 11 

LI HAS NO ANSWERS 
LI STR 




Gl O 



Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 15:26:59 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 4 TO ITERATE 



100.0% PROCESSED 



4 ITERATIONS 



2 ANSWERS 
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Habte 



10/625,708 



Page 4 



SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * * COMPLETE* * 
BATCH ** COMPLETE** 

4 TO 200 
2 TO 124 



L2 



2 SEA SSS SAM LI 



=> s 11 sss full 

FULL SEARCH INITIATED 15:27:09 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 127 TO ITERATE 

100.0% PROCESSED 127 ITERATIONS 

SEARCH TIME: 00.00.01 



58 ANSWERS 



L3 



58 SEA SSS FUL LI 



=> file caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
161.33 



TOTAL 
SESSION 
161.54 



FILE 'CAPLUS* ENTERED AT 15:27:15 ON 21 SEP 2 005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 21 Sep 2005 VOL 143 ISS 13 
FILE LAST UPDATED: 20 Sep 2005 (20050920/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

= > s 13 

L4 6 L3 

=> d ibib abs hitstr tot 
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L4 ANSWER 1 OF 6 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 

CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE (S) 



AB 



CAPLUS COPYRIGHT 2005 ACS on STN 
2004:863095 CAPLUS 
142:56256 

Synthesis and evaluation of pyridazinylpiperazines as 
vanilloid receptor 1 antagonists 

Tafesse, Laykea/ Sun, Qun; Schmid, Lori/ Valen2ano, 
Kenneth J.i Rotshteyn, Yakov; Su, Xini Kyle, Donald J. 
Discovery Research, Purdue Pharma L.P., Cranbury, NJ, 
08512, USA 

Bioorganic fc Medicinal Chemistry Letters (2004), 
14(22), 5513-5519 
CODEN: BMCLE8 ; ISSN: 0960-894X 
Elsevier B.V. 
Journal 
English 

CAS REACT 142:56256 

A structurally biased chemical library of pyridazinylpiperazine analogs was 
prepared in an effort to improve the pharmaceutical and Pharmacol, profile 
of the lead compound N- (4-tert-butylphenyl) -4- (3-chloropyridio-2- 
yl)tetrahydropyrazine-l (2H) -carboxaraide (BCTC) . The library was evaluated 
for VR1 antagonist activity in capsaicin-induced and pH 5.5-induced FLIPR 
assays in a human VRl-expressing HEK293 cell line. The most potent VR1 
antagonists have ICS0 values of 9-200 nM with improved pharmaceutical and 
Pharmacol, profiles vs. the lead BCTC. These compds. represent possible 
second-generation BCTC analogs. 
80B196-38-5P 808196-39-8P 80B196-40-9P 
808196-41-OP 808196-42-1P 80B198-53-4P 
B08196-55-SP 808196-57-8P 808196-SB-9P 
808196-59-0P 808196-61-4P 808196-62-5P 

RL: PAC (Pharmacological activity)/ RCT (Reactant) t SPN (Synthetic 
preparation)/ BIOL (Biological study)/ PREP (Preparation)/ PACT (Reactant 
or reagent) 

(synthesis and evaluation of pyridazinylpiperazines as vanilloid 
receptor 1 antagonists) 
808196-38-5 CAPLUS 

1-Piperazinecarboxamide, 4- (6-chloro-3-pyridazinyl) -N-[4- (1,1- 
dimethylethyl) phenyl]- (9CI) (CA INDEX NAME) 
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XlCr 1 -®" 



RN 808196-40-9 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-chloro-3-pyridazinyl) -N- [4- 
(trifluoromethyl) phenyl]- (9CI) (CA INDEX NAME) 



RN 808196-41-0 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-chloro-3-pyridazinyl) -N- [4- 
(trifluoromethoKy) phenyl]- (9CI) (CA INDEX NAME) 



RN 808196-42-1 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-chloro-3-pyridazinyl) -N- (6-f luoro-2- 
benzothiazolyl) - (9CI) (CA INDEX NAME) 




RN 
CN 



808196-39-6 CAPLUS 

1-Piperazinecarboxamide, 4- (6-chloro-3-pyridazinyl) -N-[4- (1- 
raethylethyl) phenyl]- (9CI) (CA INDEX NAME) 



808196-53-4 CAPLUS 

1-Piperazinecarboxamide, 4- (6-chloro-4-methyl-3-pyridazinyl) -N- [4- (1, 1- 
di methyl ethyl) phenyl]- (9CI) (CA INDEX NAME) 



L4 ANSWER 1 OF 6 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 




RN 808196-55-6 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-chloro-4-methyl-3-pyridazinyl) -N-[4- 
(trifluoromethyl) phenyl]- (9CI) (CA INDEX NAME) 




RN 808196-57-8 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-chloro-4-methyl-3-pyridazinyl) -N- (6-f luoro-2- 
benzothiazolyl)- (9CI) (CA INDEX NAME) 




RN 808196-58-9 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-chloro-5-methyl-3-pyridazinyl) -N- [4- (1,1- 
dimethyl ethyl) phenyl]- (9CI) (CA INDEX NAME) 




CN 1-Pipora2inecarboxamide, 4- (6-chloro-5-raethyl-3-pyridazinyl) -N- (4- ti- 
me thylethyl) phenyl] - (9CI) (CA INDEX NAME) 
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RN 808196-61-4 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-chloro-5-methyl-3-pyridazinyl) -N- [4- 
(trifluoromethoxy) phenyl)- (9CI) (CA INDEX NAME) 




RN 808196-62-5 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-chloro-5-methyl-3-pyridazinyl) -N- (6-f luoro-2- 
benzothiazolyl)- (9CI) (CA INDEX NAME) 




Me 



IT 852990-54-0P 652990-55-1P 652990-5S-2P 
652990-57-3P 652990-5B-4P 652990-59-5P 
72249B-19-3P B08X96-43-2P 808196-44-3P 
80B196-4S-4P 808196-46-5P 806196-47-tfP 
808196-52-3P 806196-64-7P B08196-65-8P 
808198-66-9? 808196-87-0P B08196-73-8P 
808196-74-9P '808196-75-0P 808198-76-1P 
8Q8196-77-2P 80B196-78-3P 808196-79-4P 
B0B196-80-7P 808196-81-8P 808196-87-4P 
B08196-88-5P 808196-89-8P 808196-90-9P 
808196-91-OP 808196-92-1P 808198-93-2P 
808198-94-3P 

RL: PAC (Pharmacological activity)/ SPN (Synthetic preparation)/ BIOL 
(Biological study)/ PREP (Preparation) 

(synthesis and evaluation of pyridazinylpiperazines as vanilloid 
receptor 1 antagonists) 
RN 652990-54-0 CAPLUS 

CN 1-Piperazinecarboxamide, N-[4- (1, 1 -dime thylethyl) phenyl] -4- (4-methyl-3- 
pyridazinyl)- (9CI) (CA INDEX NAME) 
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RN 6S2990-55-1 CAPLUS 

CN 1-Piperazinecarboxamide, N-[4- (1, 1 -dimethyl* tbyl) phenyl] -4- (5-methyl-3- 
pyridazinyl)- <9CI) (CA INDEX NAME) 




RN 652990-56-2 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (4-methyl-3-pyridazinyl) -N-[4- 
(trifluoromethyl) phenyl]- (9CI) (CA INDEX NAME) 




RN 652990-57-3 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (5-methyl-3-pyridazinyl) -N- [4- 
(trifluoromethyl) phenyl]- (9CI) (CA INDEX NAME) 




L4 ANSWER 1 OF 6 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
RN 652990-58-4 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (4-methyl-3-pyridazinyl) -N- [ 4- 
( trifluoromethoxy) phenyl]- (9CI) (CA INDEX NAME) 




RN 652990-59-5 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (5-methyl-3-pyridazinyl) -N-(4- 
(trifluoromethoxy) phenyl]- (9CI) (CA INDEX NAME) 




RN 722498-19-3 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-chloro-4-methyl-3-pyridazinyl) -N- (6-f luoro-2- 
benzothiazolyl)-2-methyl-, (2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 808196-43-2 CAPLUS 

CN 1-Piperazinecarboxamide, N-[4- (1, 1 -dimethyl ethyl) phenyl] -4- (6-methyl-3- 
pyridazinyl)- (9CI) (CA INDEX NAME) 
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RN 808196-44-3 CAPLUS 

CN 1-Piperazinecarboxamide, N-(4- (1-methylethyl) phenyl) -4- (6-methyl-3- 
pyridazinyl)- (9CI) (CA INDEX NAME) 




RN 808196-45-4 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-methyl-3-pyridazinyl) -N- [4 - 
(trifluoromethyl)phenyl]- (9CI) (CA INDEX NAME) 




RN 808196-46-5 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-methyl-3-pyridazinyl) -N- [4- 
(trifluoromethoxy)phenyl]- (9CI) (CA INDEX NAME) 




RN 808196-47-6 CAPLUS 

CN 1-Piperazinecarboxamide, N- (6-f luoro-2-benzothiazolyl) -4- (6-raethyl-3- 
pyridazinyl)- (9CI) (CA index name) 




RN 808196-52-3 CAPLUS 

<09/21/2005> Habte 



L4 ANSWER 1 OF 6 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
CN 1-Piperazinecarboxamide, N- (6-f luoro-2-benzothiazolyl) -4- (6-methoxy-3- 
pyridazinyl)- (9CI) (CA INDEX NAME) 




RN 808196-64-7 CAPLUS 

CN 1-Piperazinecarboxamide, N- [4- (1-methylethyl) phenyl] -4- (6-phenyl-3- 
pyridazinyl)- (9CI) (CA INDEX NAME) 




RN 808196-65-8 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-pheny 1-3 -pyridazinyl) -N- [ 4- 
(trifluoromethyl) phenyl]- (9CI) (CA INDEX NAME) 




CN 1-Piperazinecarboxamide, 4- (6-phenyl-3-pyridazinyl) -N-(4- 
( trifluoromethoxy) phenyl]- (9CI) (CA INDEX NAME) 




RN 808196-67-0 CAPLUS 

CN 1-Piperazinecarboxamide, N- (6-f luoro-2-benzothiazolyl) -4- (6-phenyl-3- 
pyridazinyl)- (9CI) (CA INDEX NAME) 
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RN 808196-73-8 CAPLUS 

CN 1-Piperazinecarboxamide. N- [4- (1. 1-diraethylethyl) phenyl J -4- (3-pyridazinyl) - 
(9C1) (CA INDEX NAME) 




RN 808196-74-9 CAPLUS 

CN 1-Piperazinecarboxamide, N-[4- (1 -methyl ethyl) phenyl) -4- (3-pyridazinyl) - 
(9CI ) (CA INDEX NAME) 




RN 808196-75-0 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (3-pyridazinyl) -N- [ 4- ( tri f luoromethyl) phenyl] - 
(9CI) (CA INDEX NAME) 




RN 808196-76-1 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (3-pyridazinyl) -N-[4- (trif luoromethoxy) phenyl) - 
(9CI) (CA INDEX NAME) 




RN 80B196-77-2 CAPLUS 

CN 1-Piperazinecarboxamide, N- (6-f luoro-2-benzothiazolyl) -4- (3-pyridazinyl) - 
(9CI) (CA INDEX NAME) 
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RN 808196-78-3 CAPLUS 

CN 1-Piperazinecarboxamide, N-(4- (1 -methyl ethyl) phenyl] -4- (4-methyl-3- 
pyridazinyl) - (9CI) (CA INDEX NAME) 




-i 



RN 808196-79-4 CAPLUS 

CN 1-Piperazinecarboxamide, N- (6-f luoro-2-benzothiazolyl) -4- (4-methyl-3- 
pyridazinyl) - (9CI) (CA INDEX NAME) 




RN 808196-80-7 CAPLUS 

CN 1-Piperazinecarboxamide, N- [4- (1-methylethyl) phenyl] -4- (5-methyl-3- 
pyridazinyl)- (9CI) (CA INDEX NAME) 




RN 808196-81-8 CAPLUS 

CN 1-Piperazinecarboxaraide, N- (6-f luoro-2-benzothiazolyl) -4- (5-raethyl-3- 
pyridazinyl) - (9CI) (CA INDEX NAME) 



L4 ANSWER 1 OF 6 CAPLUS COPYRIGHT 2005 ACS on STN 

-or- n " ' 



RN 608196-87-4 CAPLUS 

CN 1-Piperazinecarboxamide, N- [1, 1 ' -biphenyl] -4-yl-4- (4 -methyl -3-pyridazinyl) - 
(9CI) (CA INDEX NAME) 




Cr' 



C-NH— <^ 



RN 808196-88-5 CAPLUS 

CN 1-Piperazinecarboxamide, N- [4- (1, 1 -dimethyl ethyl) phenyl] -2-metbyl-4- (4- 
methyl-3-pyridazinyl)-, (2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 808196-89-6 CAPLUS 

CN 1-Piperazinecarboxamide, N- [4- (1, 1-dimethylethyl) phenyl] -2-methyl-4- (5- 
raethyl-3-pyridazinyl)-, (2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 1 OF 6 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
^Bu-t 



YY : 




RN 808196-90-9 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-chloro-4-methyl-3-pyridazinyl) -N- (4- (1, 1- 
diraethylethyl)phenyl)-2-methyl-, (2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 808196-91-0 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-chloro-5-methyl-3-pyridazinyl) -N-(4- (1, 1- 
diraethylethyl) phenyl] -2 -methyl-, (2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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L4 ANSWER 1 OF 6 CAPLUS COPYRIGHT 2005 ACS On STN (Continued) 
^CF3 




RN 808196-92-1 CAPLUS 

CN 1-Piperazinecarboxamide, 2-methyl-4- (4-methyl-3-pyridazinyl) -N-{4- 
{ t ri f luorome thy 1) phenyl]-, (2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 808196-94-3 CAPLUS 
CN 1-Piperazinecarboxamide, « 
benzothiazolyl) -2-methyl-, 

Absolute stereochemistry. 



- (6-chloro-5-methyl-3-pyridazinyl) -N- (6-f luoro-2- 
(2R)- (9CI) (CA INDEX NAME) 




RN 808196-93-2 CAPLUS 

CN 1-Piperazinecarboxamide, 2-raethyl-4- (5-methyl-3-pyridazinyl) -N-{4- 
( t ri fluorome thy 1) phenyl]-, (2R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0OS196-S4-5P 806196-36-7P B08196-60-3P 

RL: RCT (Reactant) t SPN (Synthetic preparation) t PREP (Preparation); RACT 
(Reactant or reagent) 

(synthesis and evaluation of pyridazinylpiperazines as vanilloid 

receptor 1 antagonists) 
808196-54-5 CAPLUS 

1-Piperazinecarboxamide, 4- (6-chloro-4-methyl-3-pyridazinyl) -N- (4- li- 
me thyl ethyl) phenyl) - (9CI) (CA INDEX NAME) 
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^Pr-i 




808196-56-7 CAPLUS 

1-Piperazinecarboxamide, A- (6-chloro-4-methyl-3-pyridazinyl) -N- [4- 
(trifluoromethoxy) phenyl]- (9CI) (CA INDEX NAME) 




808196-60-3 CAPLUS 

1-Piperazinecarboxamide, 4- (6-chloro-5-methyl-3-pyridazinyl) -N-(4- 
(tri fluorome thyl) phenyl]- (9CI) (CA INDEX NAME) 



IT 6091S6-48-7P 808196-49-8F 808196-5O-1* 
808196-31-2P 808196-63-6* 

RL: SPN (Synthetic preparation) i PREP (Preparation) 

(synthesis and evaluation of pyridazinylpiperazines as vanilloid 
receptor 1 antagonists) 
RN 808196-48-7 CAPLUS 

CN 1-Piperazinecarboxamide, N- (4- (1, 1 -dime thylethyl) phenyl] -4- (6-methoxy-3- 
pyridazinyl)- (9CI) (CA INDEX NAME) 



<09/21/2005> 



Habte 
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808196-49-8 CAPLUS 

1-Piperazinecarboxamide, 4- (6-methoxy-3-pyridazinyl) -N-(4- (1- 
rae thylethyl) phenyl]- (9CI) (CA INDEX NAME) 



808196-50-1 CAPLUS 

1-Piperazinecarboxamide, 4- (6-methoxy-3-pyridazinyl) -N-[4- 
(trifluoromethyl)phenylj- (9CI) (CA INDEX NAME) 




RN 808196-51-2 CAPLUS 

CN 1-Piperazinecarboxamide, 4-(6-methoxy-3-pyridazinyl)-N-(4- 
(tri fluorome thoxy) phenyl]- (9CI) (CA INDEX NAME) 



RN 808196-63-6 CAPLUS 

CN 1-Piperazinecarboxamide, N-[4-(l, 1-dimethylethyl) phenyl] -4- (6-phenyl-3- 
pyridazinyl)- (9CI) (CA INDEX NAME) 



REFERENCE COUNT: 



THERE ARE 29 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Page 9 



L4 ANSWER 2 OF 6 CAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR(S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2004:566601 CAPLUS 
141:123640 

Heterocyclylpiperazinylbenzothiazoles, 

he t « rocyc ly lpi pe r az i nylbe nzimi d a zo les , and 

heterocyclylpiperazinylbenzooxazoles prepartd as 

antagonists for the metabotropic glutaraate receptors 

mGluRl and bG1uR5 and as ligands for human VR1 

Sun, Qun; Tafesse, Laykea; Victory, Sara 

Euro-Celtique S.A., Luxembourg 

PCT Int. Appl., 705 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



L4 ANSWER 2 OF 6 CAPLUS COPYRIGHT 2005 ACS on STN 



(Continued) 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2004058754 

W: AS, AG, AL, 

CO, CR, CU. 

GH, GM, HR, 

LR, LS, LT, 

OM, PG, PH, 

TN, TR, TT, 

RW: BW, GH, GM, 

BY, KG, K2, 

ES, FI, FR, 

TR, BF, BJ, 
US 2004186111 
PRIORITY APPLN. INFO. : 



Al 

AM, AT, 
CZ. DE, 
HU, ID, 
LU, LV, 
PL, PT, 
TZ, UA, 
KE, LS, 
MD, RU, 
GB, GR, 
CF, CG, 
Al 



20040715 WO 2003- 
AU, AZ, BA, BB, BG, 
DK, DM, DZ, EC, EE, 
IL, IN, IS, JP, KE, 
MA, MD, MG, MK, MN, 
RO, RU, SC, SD, SE, 
UG, US, UZ, VC, VN, 
MW, MZ, SD, SL, SZ, 
TJ, TM, AT, BE, BG, 
HU, IE, IT, LU, MC, 
CI, CM, GA, GN, GQ, 
20040923 US 2003- 
US 2002 
US 2003- 
US 2003- 



OTHER SOURCE (S) : 
GI 



MARPAT 141:123640 



US41100 
BR, BY, 
EG, ES, 
KG, KP, 
MW, MX, 
SG, SK, 
YU, ZA, 
TZ, UG, 
CH, CY, 
NL, PT, 
GW, ML, 
-739190 
•435917P 
-4 59626P 
-473856P 



20031222 
BZ, CA, CH, CN, 
FI, GB, GD, GE, 
KR, KZ, LC, LK, 
MZ, NI, NO, NZ, 
SL, SY, TJ, TM, 
ZM, ZW 

ZM, ZW, AM, AZ, 
CZ, DE, DK, EE, 
RO, SE, SI, SK, 
MR, NE, SN, TD, TG 
20031219 
P 20021224 
P 20030403 
P 20030529 



AB Heterocyclylpiperazinyl benzothiazoles, benzimidazoles, and benzooxazoles 
I (A - bond, C(:0)NR4, C(:S)NR4; Arl - (un) substituted pyridinyl, 
pyrazinyl, thiadiazolyl, pyriraidinyl, or pyridazinyl; R3 - H, Me, halogen, 
cyano, hydroxy, alkoxy, nitro, amino, etc.; X - S, O, NR10; R8, R9 - H, 
alkyl, alkenyl, alkynyl, cycloalkyl, Ph, halo, haloraethyl, dihaloraethyl, 
trihaloraethyl, cyano, etc. i R10 - H, alkyl] such as II are prepared as 
antagonists for the raetabotropic glutanate receptors raGluRl and raGluR5 and 
as ligands for the protein VR1 for the treatment of pain, addiction, 
urinary incontinence, irritable -bowel disorder, inflammatory bowel 
disease, ulcers, Parkinson's disease, epilepsy, seizures, anxiety, 
psychosis, stroke, pruritus, cognitive disorders, memory deficits or 
restricted brain function, Huntington's chorea, amyotrophic lateral 
sclerosis, retinopathy, muscle spasms, migraines, vomiting, dyskinesia, 
and depression. Regioselective coupling of 2, 3-dichloropyridine and 
piperazine yields 1- (3-chloro-2-pyridinyl) piperazine (III), while 
acylation of 6- (trif luoromethyl) -2-aainobenzothiazole with p-nitrophenyl 
chlorocarbonate yields p-nitrophenyl [6- (trif luoromethyl) -2- 
benzothiazolyl] carbamate (IV); coupling of III and IV yields II. II gives 
IC50 values of 262 and 51 (units not indicated) in pH-based and 
capsaicin-based assays (resp.) for binding to human VR1. 

IT 722498-19-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of (heterocyclylpiperazinyl)benzothiazoles, 
benzimidazoles, and benzooxazoles as raetabotropic glutamate receptor 
antagonists and aa ligands for VR1 in treatment of disorders such as 
addiction and pain) 
RN 722498-19-3 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-chloro-4 -methyl -3 -pyridazinyl) -N- (6-f luoro-2- 
benzothiazolyl)-2-raethyl-, (2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



-&><GC , 
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2004:101144 CAPLUS 
140:146169 

Preparation of pyridazinylpiperazines as VR1 

inhibitors for treating pain 

Kyle, Donald J. ; Sun, Qun 

Euro-Celtique S.A., Luxembourg 

PCT Int. Appl., 174 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 
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halo, Me, 0N2, CN, OH, OMe, NH2, or halomethyl; R2 and R3 - independently 

halo, OH, NH2, (cyclo) alkyl, (cyclo) alkenyl, alkynyl, or (un) substituted 

heterocyclyl, Ph, naphthyl, or (hetero) aryl; or R3 - N02; R4 - 

(cyclo) alkyl, (cyclo) alkenyl, alkynyl, or (un) substituted heterocyclyl, 

Ph, naphthyl, or (hetero) aryl; m ■ 0-2; n - 0-2; and pharmaceutical^ 

acceptable salt thereof} were prepd. as vanilloid receptor 1 (VR1) 

inhibitors. For example, 3, 6-dichloro-4-methylpyridazine was coupled with 

piperazine in DMSO to afford a mixt. of regioisomers, which was reacted 

with 4-tert-butylphenylisocyanate in DCM and hydrogenated with H2 over Pd 

in MeOH to provide II and its 5-Me isomer. In pH-based and 

capsaicin-based binding assays, II inhibited activity of the human VR1 

receptor with IC50 values of 220.7 i 50.4 nM and 47.2 ± 9.9 nM, 

resp. Thus, I and their pharmaceutical compns. are useful for treating or 

preventing pain, urinary incontinence (UI), inflammatory bowel disease 

(IBD), irritable bowel syndrome (IBS), or an ulcer (no data). 

652990-54-0P, 4- ( 4 -Me thy lpyridazin-3-yl) piperazine- 1-carboxy lie 

acid N-(4-tert-butylphenyl)araide 652990-55-1P, 

4- (5-Methylpyridazin-3-yl)piperazine-l-carboxylic acid 

N-(4-tert-butylphenyl)amide «52990-56-2P, 4- (4-Methylpyridazin-3- 

yl)piperazine-l-carboxylic acid N- (4- trif luorome thy lphenyl) amide 

652990-37-3P, 4- (5-Methylpyridazin-3-yl) pipe razine-l-carboxylic 

acid N-(4-trifluororaethylphenyl) amide 652990-59-4P, 

4- (4-Methylpyridazin-3-yl)piperazine-l-carboxylic acid 

N- (4-trif luoromethoxyphenyl) amide 852990-59-3P, 

4- (5-Methylpyridazin-3-yl)piperazine-l-carboxylic acid 

N- (4-trif luoromethoxyphenyl) amide 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(VR1 inhibitor; preparation of pyridazinylpiperazines as VR1 inhibitors 

treating pain and intestinal disorders) 
652990-54-0 CAPLUS 

1-Piperazinecarboxamide, N-[4- (1, 1 -dimethyl ethyl) phenyl) -4- (4-methyl-3- 
pyridazinyl)- (9CI) (CA INDEX NAME) 




O 

N 




652990-55-1 CAPLUS 

1-Piperazinecarboxamide, N-[4- (1, 1 -dimethyl ethyl) phenyl) -4- (S-raethyl-3- 
pyridazinyl)- (9CI) (CA INDEX NAME) 



AB Title compds. I [wherein X - S or O; A - NH, N(alkyl), or N(alkoxy); Rl - 
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RN 652990-56-2 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (4-methyl-3-pyridazinyl) -N-{4- 
(trifluoromethyl) phenyl]- (9CI) (CA INDEX NAME) 




RN 652990-57-3 CAPLUS 

CN 1-Piperazinecarboxamide, 4-(5-methyl-3-pyridazinyl)-N-(4- 
( trifluorome thy 1) phenyl]- (9CI) (CA INDEX NAME) 




RN 652990-58-4 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (4-methyl-3-pyridazinyl) -N- [4- 
(trifluoromethoxy) phenyl]- {9CI) (CA INDEX NAME) 




RN 652990-59-5 CAPLUS 
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CN 1-Piperazinecarboxamide, 4- (5-methyl-3-pyridazinyl) -N- [4- 
(trifluoromethoxy) phenyl]- (9CI) (CA INDEX NAME) 
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RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB The invention concerns N-phenylsulf onyl-1, 3-dihydro-2H-indole-2-one 

derivs. containing piperazinylcarbonyl or homopiperazinylcarbonyl (shown as 

I; 

variables defined below; e.g. 5-chloro-l- [ (2, 4-dimethoxyphenyl) sulf onyl] -3- 
(2-methoxyphenyl) -3-{2-oxo-2- [4- (4-pyridinyl) - 1 -pipe razinyl] ethyl] -1,3- 
dihydro-2H-indol-2-one) , as well as their addition salts with acids or 
organic 

salts, their solvates and/or hydrate (s), exhibiting affinity and 
selectivity for arginine-vasopressin Vlb receptors and/or for oxytocin 
receptors, and further, for certain compds., an affinity for Via 
receptors. The invention also concerns the method for preparing them, 
intermediate compds. (I without phenyl sulf onyl) for their preparation, 
pharmaceutical compns. containing them and their use for preparing 
medicines. 

For I: n - 1 or 2; X - -CH2-, -0-, -NH-, -0-CH2-, -NH-CH2-, -NH-CH2 -CH2 - ; 
Rl - halo, (Cl-C4)alkyl, (C1-C4) alkoxy; R2 - H, halo, (C1-C4) alkyl, 

(C1-C4) alkoxy, trif luoromethyl; R3 - halo, (C1-C3) alkyl, (C1-C3) alkoxy, 
trifluoromethyl, trif luororaethoxy; R4 - H, halo, (C1-C3) alkyl, 

(C1-C3) alkoxy; R5 ■ pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, 
thiazol-2-yl, oxazol-2-yl, imidazol-2-yl; R6 - (C1-C4) alkoxy; R7 - 

(C1-C4) alkoxy. Compds. I exhibit inhibition concns. (IC50) for Via and 
Vlb vasopressin receptors and for oxytocin receptors from 10-6 to 10-9 M 
and for V2 receptors better than 10-6 M. About 40 examples of 
intermediate prepns. and 92 examples of preparation of I are included. 
IT 492431-50-2P, N- [5-Chloro-l-[ (2, 4-dimethoxyphenyl) sulf onyl] -3- (2- 
isopropoxyphenyl) -2-oxo-2, 3-dihydro-lH-indol-3-yl) -4- (3- 
pyridazinyl)piperazine-l-carboxamide 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of N-phenylsulfonyldihydroindolone derivs. 
containing piperazinylcarbonyl or homopiperazinylcarbonyl as vasopressin 
receptor inhibitors, their preparation and their therapeutic use) 
RN 492431-50-2 CAPLUS 

CN 1-Piperazinecarboxamide, N- [5-chloro-l - [ (2, 4-dimethoxyphenyl) sulf onyl] -2,3- 
dihydro-3-[2- ( 1 -me thy lethoxy) phenyl] -2-oxo-lH-indol-3-yl] -4- (3- 
pyridazinyl)- (9CI) (CA INDEX NAME) 
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DOCUMENT TYPE: 
LANGUAGE: 
AB 



CAPLUS COPYRIGHT 2005 ACS on STN 
1972:400176 CAPLUS 
77:176 

Thiourea derivatives with tuberculostatic action. II. 
Acylthiocarbamides 

Toldy, L.i Solyora, S.i Kocka, I.i Toth, G. > Toth, I. 
Inst. Drug Res., Budapest, Hung. 

Acta Chimica Academiae Scientiarum Hungaricae (1971) , 
69(2). 221-7 

CODEN: ACA5A2; ISSN: 0001-5407 
Journal 
German 

Of the 21 l-(4-alkoxyphenylthiocarbamyl)-(4R) -piperazines, 15 
1-substituted 3-acetyltbiocarbamides, and 19 l-substituted 
S-raethoxymethylisothiocarbamides tested for tuberculostatic activity, 
l-(4-isoamyloxyphenyl)-3-carbethoxythiocarbamide (I) (23822-65-3) had the 
greatest effect in vitro, being tuberculostatic at 0.4-0.8 pg/nl, and 
it gave an expressed antituberculotic effect in mice and guinea pigs with 
no toxic effects. The absorptive properties of I were also good. 
36993-55-2 38313-50-7 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use)» BIOL (Biological study); USES 
(Uses) 

(tuberculostatic activity of) 
36993-55-2 CAPLUS 

1-Piperazinecarbothioamide, 4- (6-chloro-3-pyridazinyl) -N- (4-ethoxyphenyl) - 
(9CI) (CA INDEX NAME) 




RN 38313-50-7 CAPLUS 

CN 1-Piperazinecarbothioamide, N- (4-ethoxyphenyl) -4- (6-methoxy-3-pyridazinyl) - 
(9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2005 ACS on STN 
1972:3796 CAPLUS 
76:3796 

Piperazine derivatives. III. Diethylcarbamyl and 
xanthene derivatives 

Toldy, Lajos; Toth, Istvan; Borsy, Jozsef; Andrasi, 
Ferenc 

Inst. Med. Res., Budapest, Hung. 

Acta Chimica Academiae Scientiarum Hungaricae (1971) , 
70(1-2), 101-22 
CODEN: ACASA2 i ISSN: 0001-5407 
DOCUMENT TYPE: Journal 
LANGUAGE: German 
GI For diagram(s), see printed CA Issue. 

AB Substituted piperazines were prepared as anticholinergic agents for treating 
ulcers. Of 66 compds. prepared the 1- (9-xanthenecarbonyl) -4- [P- (4- 
alkyl-l-piperazinyl) ethyl] piperazines (I) [especially I (R - iso-Bu)] 

showed the 

best peroral resorption. In an example, 12.4 g l-diethylcarbaraoyl-4- 
(B-chloroethyl)piperazine was stirred for 3 hr at 130* with 
22.12 g N-diethylcarbamoylpiperazine. The mixture was cooled, worked up, 
dissolved in MeOH and treated with ale. HC1 to give 9.8 g II. Nineteen I 
(R - alkyl, C02Et, Et2NC0, substituted aryl, C02CH2Pb) were prepared 
analogously. 

IT 34S81-03-9P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of) 

RN 34581-03-8 CAPLUS 

CN 1-Piperazinecarboxamide, 4- (6-chloro-3-pyridazinyl) -N,N-diethyl- (9CI) 
(CA INDEX NAME) 
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exact bonds : 

13-17 

normalized bonds : 

7-8 7-12 8-9 9-10 10-11 11-12 
isolated ring systems : 
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Kim; Sen, Subbabrata; Monaster, Brian E. ; Dairaghi, 

Daniel Joseph) Chen, Wei; Zhang, Penglie 
PATENT ASSIGNEE (S) : Chemocentryx, Inc., USA 

SOURCE: PCT Int. Appl., 552 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 3 
PATENT INFORMATION: 
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DATE 
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AB Title compds. I [wherein Rl - independently halo/cyclo/alkyl, alkenyl, 
alkynyl, ami do, etc.) Arl - (un) substituted Ph, naphthyl, pyridyl, 
pyrazinyl, triazinyl, quinolinyl, etc.; HAr - (un) substituted heteroaryl 
selected from pyrazolyl, imidazolyl, triazolyl, tetrazolyl, etc.) LI ■ 
(un) substituted linking group) m - 0-10) n - 1-2) with the proviso that 
certain compds. are absent) and pharmaceutical ly acceptable salts or 
N-oxides thereof] were prepared as CCR1 receptor antagonists. For example, 
anination of 2-Chloro-l-l4- (4-chloro-3-methoxyphenyl) -2- (S) - 
methylpiperazin-l-yl)ethanone with 2-Chloro-5- (4-chloro-5-methyl-lH- 
pyrazol-3-yl) pyridine gave II. Selected I showed inhibition against CCR1 
receptor with IC50 < 500 nM in chemotaxis and/or binding assays. Thus, I 
and their pharmaceutical compns. are useful for the treatment of 
CCR1 -mediated diseases, and as controls in assays for the identification 
of competitive CCR1 antagonists. 

IT 637020-32-7P 637020-40-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of aryl piperazine derivs. as CCR1 receptor antagonists) 
RN 637020-32-7 CAPLUS 

CN Piperazine, 1- ( [4-chloro-5-methyl-3- (trif luoromethyl) -lH-pyrazol-1- 
yl) acetyl] -4- (6-methyl-3-pyridazinyl) - (9CI) (CA INDEX NAME) 




CI Me 
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RN 637020-40-7 CAPLUS 

CN Piperazine, 1- (6-chloro-5-methyl-3-pyridazinyl) -4-[ {4-chloro-5-methyl-3- 
( trif luoromethyl ) -lH-pyrazol-l-yl] acetyl]- (9CI) (CA INDEX NAME) 
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AB Title compds. I [wherein x, y - 1-3; W - C(0)N(Rl), C (0)N(C(0)Rla) , 
N(R1)C(0)N(R1) or N(R1)C(0); V - C(0/S) or C(R10)H; Rl - H or 
(un) substituted alkyl; Rla - H or (cyclo) alkyl; R2, R3 - alk(en)yl, 
(betero)aryl or heterocyclyl; R4, R5 - H, F, Me, MeO or amine; R6, R6a, 
R7, R7a, R8, R8a, R9, R9a, R10 - H or alkyl; etc., and stereoisomers, 
enantiomers or tautomers, pharmaceutically acceptable salts, 
pharmaceutical compns. or prodrugs thereof] were prepared as stearoyl-CoA 
desaturase (SCO) inhibitors. For example, acylation of 1-Boc-piperazine 
with 2-trif luoromethylbenzoyl chloride followed by deprotection with tfa 
in dichlorome thane gave the corresponding benzoylated piperazine. This 
compound underwent condensation with 3-amino-6-chloropyridazine, and the 
resultant 3-pyridazinanine was then coupled with 4-methylpentanoic acid to 
afford piperazinylpyridazine XI. I and their pharmaceutical compns. are 
useful in the treatment of SCD-mediated diseases, such as diabetes, 
obesity and fatty liver. 

IT 840489-28-3P, 6- [4- (2-Ethylbutyryl) piperazin-l-yl] pyridazine-3- 
carboxylic acid (2-cyclopropylethyl) amide 840489-38-5P, 
6- [4- (3, 3, 3-Trif luoro-2-raethyl-2-trif luoromethylpropionyl) piperazin-l- 
yl] pyridazine-3-carboxylic acid (2-cyclopropylethyl) amide 

840489- 41-0P, 6- [4- (2, 2-Diraethylpropionyl) piperazin-l- 
yl] pyridazine-3-carboxylic acid (2-cyclopropylethyl) amide 
B40490-25-7P, 6- [4- (2, 2-Dimethylbutyryl)piperazin-l-yl]pyridazine- 
3-carboxylic acid (2-cyclopropylethyl) amide 840490-26-BP, 

6-(4- (2, 2-Dimethylpentanoyl)piperazin-l-yl)pyridazine-3-carboxylic acid 
(2-cyclopropylethyl) amide 840490-34-8P, 6- [4- (4 , 4, 4-Trif luorobut- 

2- enoyl) piperazin-l-yl] pyridazine-3-carboxylic acid (2- 
cyclopropylethyl) amide 840490-36-OP, 6- [4- (4, 4, 4-Trif luoro-3- 

hyd roxy-3- trif luoromethylbutyryl) piperazin-l-yl] pyridazine-3-carboxylic 
acid (2-cyclopropylethyl) amide 840490-37-1P, 

6- (4- (4 , 4, 4-Trif luoro-3-hydroJcy-3-methylbutyryl) piperazin-l-yl] pyridazine- 

3- carboxylic acid (2-cyclopropylethyl) amide 840490-40-6P, 

6- (4- (4 , 4, 4 -Trif luoro-3-trif luoromethylbut-2-enoyl) piperazin-l- 
yl] pyridazine-3-carboxylic acid (2-cyclopropylethyl) amide 

840490- 43-9P, 6- [4- { 2- (2-Trif luoromethylphenyl) acetyl] piperazin-l- 
yl] pyridazine- 3 -carboxylic acid (2-cyclopropylethyl) amide 
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B40490-46-2P, 6- [4- (4 , 4 , 4-Trif luoro-3-methylbut-2-enoyl) piperazin- 
l-yl] pyridazine -3 -carboxylic acid (3-methylbutyl) amide 
840490-65-5P, 6- ( 4- (4 , 4 , 4 -Trif luoro-2-methylbutyryl) piperazin-l- 
yl] pyridazine-3-carboxylic acid (3-raethylbutyl)amide 840490-67-7P 
, 6- {4- (4,4, 4-Trif luoro- 3 -me thylbutyryl) piperazin-l-yl ] pyridazine -3- 
carboxylic acid (3-methylbutyl) amide 840490-68-BP, 

6- 14- (4,4,4-Trifluorobutyryl)piperazin-l-yl]pyridazine-3-carboxylic acid 
(3-methylbutyl) amide 840490-74-6P, 6- [4- (3, 3, 3 -Trif luoro- 2- 
hydroxy-2-methylpropionyl) piperazin-l-yl) pyridazine -3- carboxylic acid 
(2-cyclopropylethyl) amide 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(inhibitor; prepn. of piperazinylpyridazines as stearoyl-CoA desaturase 
inhibitors) 
8404B9-28-3 CAPLUS 

3-Pyridazinecarboxamide, N- (2-cyclopropylethyl) -6- [4- (2-ethyl-l-oxobutyl) - 
1-piperazinyl]- (9CI) (CA INDEX NAME) 



A 11^ 

*-* — CH2- CH2- NH— r — 



Xj-cr 



C-CHEt2 



840489-38-5 CAPLUS 

3-Pyridazinecarboxamide, N- (2-cyclopropylethyl) -6- [4- [3, 3, 3-trif luoro-2- 
methyl-l-oxo-2- (trif luoromethyl) propyl] -1-piperazinyl]- (9CI) (CA INDEX 
NAME) 



CH2-CH2-NH-C 



Xxcr 



IT 



C-C-CF3 
CF 3 



RN 840489-41-0 CAPLUS 

CN 3-Pyridazinecarboxamide, N- (2-cyclopropylethyl) - 6- [4- (2, 2-diraethyl-l- 
oxopropyl) -1-piperazinyl] - (9CI) (CA INDEX NAME) 



CH2— CH2-NH- 



Xjxf 



840490-25-7 CAPLUS 

3-Pyridazinecarboxamide, N- (2-cyclopropylethyl) -6-J4- (2, 2-dimethyl-l- 
oxobutyl) -1-piperazinyl]- (9CI) (CA INDEX NAME) 
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IT 



-CH2-CH2-NH-C 



Xj-CX L 



RN 840490-26-8 CAPLUS 

CN 3-Pyridazinecarboxamide, N- (2-cyclopropylethyl) -6- [4- (2, 2-dimethyl-l- 
oxopentyl) -1-piperazinyl)- (9CI) (CA INDEX NAME) 



^ CH2- CH2- NH— ^ ^ ' 



XJ-Cf' 



IT 

C— C-Pr-n 



RN 840490-34-8 CAPLUS 

CN 3-Pyridazinecarboxamide, N- (2-cyclopropylethyl) -6- [4- (4, 4, 4-trif luoro-1- 
oxo-2-butenyl) -1-piperazinyl]- (9CI) (CA INDEX NAME) 



A CH2- CH2— NH- S ^ ^ 



XJ-O" 



C— CH=CH-CF3 



RN 840490-36-0 CAPLUS 

CN 3-Pyridazinecarboxamide, N- (2-cyclopropylethyl) -6- [4-{4, 4, 4-trif luoro-3- 
hydroxy-l-oxo-3-( trif luoromethyl) butyl) -1-piperazinyl]- (9CI) (CA INDEX 
NAME) 



-CH2-CH2-NH- 



I r 

C— CH2— C— CF3 



RN 840490-37-1 CAPLUS 

CN 3-Pyridazinecarboxamide, N- (2-cyclopropylethyl) -6- [4- (4 , 4, 4-trif luoro-3- 
hydroxy-3-methyl-l-oxobutyl)- 1-piperazinyl]- (9CI) (CA INDEX NAME) 
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-CH2-CH2-NH-C 



if r 

C-CH2— C— CF3 



RN 940490-40-6 CAPLUS 

CN 3-Pyridazinecarboxamide, N- (2-cyclopropylethyl) -6- [4- [4, 4, 4-trif luoro-1- 
oxo-3-(trifluorcmethyl)-2-butenyl]-l-piperazinylJ- (9CI) (CA INDEX NAME) 



CH2— CH2— NH-C- 



if p 

C-CK=C-CF3 



RN 840490-43-9 CAPLUS 

CN 3-Pyridazinecarboxamide, N- (2-cyclopropylethyl) -6- [4- [ [2- 

(trifluoromethyl) phenyl) acetyl] -1-piperazinyl] - (9CI) (CA INDEX NAME) 



-CH2~ CH2— NH- 



RN 840490-46-2 CAPLUS 

CN 3-Pyridazinecarboxamide, N- (3-methylbutyl) -6- {4- (4, 4 , 4-trif luoro- 3 -methyl - 
l-oxo-2-butenyl)-l-piperazinyll- (9CI) (CA INDEX NAME) 



T"*f 



■ NH- CH 2 - CH2- CHMe 2 



RN 840490-65-5 CAPLUS 

CN 3-Pyridazinecarboxamide, N- (3-methylbutyl) -6- [4- (4, 4, 4-trif luoro-2-methyl- 
1-oxobutyl) -1-piperazinyl]- (9CI) (CA INDEX NAME) 
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NH-CK2— CH2~CHM«2 



RN 840490-67-7 CAPLUS 

CN 3-Pyridazinecarboxamide, N- (3-methylbutyl) -6- (4- (4, 4, 4-trif luoro- 3 -methyl - 
1-oxobutyl) -1-piperazinyl)- (9CI) (CA INDEX NAME) 



-JH-CH2— ^ 



- NH— CH2— CH2— CHM • 2 



RN 840490-68-8 CAPLUS 

CN 3-Pyridazinecarboxamide, N- (3-methylbutyl) -6- [4- (4,4 , 4-trif luoro-1- 
oxobutyl) -1-piperazinyl)- (9CI) (CA INDEX NAME) 



Me 2 CH- CH 2 - CH 2 - NH-C^^^K^ 



Xxcr 



C— CH2 — CH2 - CF3 



RN 840490-74-6 CAPLUS 

CN 3-Pyridazinecarboxamide, N- (2-cyclopropylethyl) -6- [4- (3, 3, 3- trifluoro-2- 
hydroxy-2 -methyl- 1-oxopropyl) -1-piperazinyl)- (9CI) (CA INDEX NAME) 



-CH2-CH2— NH-C 



C-C-CF3 
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AB Title compds. presented by the formula I [wherein Rl - independently 
(halo) alky 1, cycloalkyl, alkenyl, alkynyl, amido, etc.; Arl - 
(un) substituted Ph, naphthyl, pyridyl, pyrazinyl, etc.} HAr - 
(un) substituted pyrazolyl, imidazolyl, triazolyl, «tc.i LI ■ 
(un) substituted linking; m - 0-10; n - 1-2; with proviso; and 
pharmaceutical^ acceptable salts or N-oxides thereof] were prepared as CCR1 
receptor antagonists. For example, reaction of 3-heptaf luoropropyl-5- 
methyl-4-nitro-lH-pyrazole and 2-chloro-l- [4- (4-f luorophenyl) piperazin-1- 
yl] ethanone gave II. I shoved inhibition against CCR1 receptor (e.g. IC50 
- 0.112 mM for II). Thus, I and their pharmaceutical compns. are 
useful for the treatment of CCRl-mediated diseases, and as controls in 
assays for the identification of competitive CCR1 antagonists. 
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(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
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yl] acetyl] -4- (6-methyl-3-pyridazinyl) - (9CI) (CA INDEX NAME) 
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CN Piperazine, 1- (6-chloro-5-methyl-3-pyridazinyl) -4- ( (4-chloro-5-methyl-3- 
(trifluoromethyl)-lH-pyrazol-l-yl] acetyl]- (9CI) (CA INDEX NAME) 
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ES, FR, 


GB, 


GR, IT, LI, 


LU, 


NL, 


SE, MC, PT, 


IE, 


SI, 


LT, 


LV, 


FI, 


RO, MK, 


CY, 


AL, TR, BG, 


CZ, 


EE, 


HU, SK 


RITY APPLN. 


INFO. : 










US 2002-453711P 




P 20020612 
















WO 2003-US18660 




W 20030611 



OTHER SOURCE(S): HARPAT 140:42209 

GI 
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REFERENCE COUNT: 27 THERE ARE 27 CITED REFERENCES AVAILABLE FOR THIS 

N^^N RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




CI Me II 



AB Title compds. I (n - 1-2; n - 0-10; Rl - alkyl, haloalkyl, cycloalkyl, 
alkenyl, alkynyl, etc.; Arl - Ph, naphthyl, pyridyl, etc.; HAr - 
pyrazolyl, imidazolyl, triazolyl, etc.; LI - linking group having 1-3 
chain atoms with some provisions] are prepared For instance, 
2- ( (4-chloro-5-methyl-3-trif luoromethylpyrazol-l-yl) -1- 

piperazinyl] ethanone (preparation given) is reacted with 6-chloropurine to 

give 

II. I are potent antagonists of the CCR1 receptor and are useful in the 
treatment of inf lamination. 
IT 637020-32-7P 637020-40-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of l-aryl-4-substituted piperazine CCR1 antagonists for 
treatment of inflammation and immune disorders) 
RN 637020-32-7 CAPLUS 

CN Piperazine, 1- ( (4-chloro-5-raethyl-3- (trif luoromethyl) -lH-pyrazol-1- 
yl] acetyl] -4- (6-methyl-3-pyridazinyl) - (9CI) (CA INDEX NAME) 



RN 637020-40-7 CAPLUS 

CN Piperazine, 1- (6-chloro-S-methyl-3-pyridazinyl) -4-[ [4-chloro-5-methyl-3- 
(trifluororaethyl)-lH-pyrazol-l-yl] acetyl]- (9CI) (CA INDEX NAME) 
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of six-membered heterocycle useful for treating 
hyperglycemia- related disorders 

INVENTOR(S): Moinet, Gerard; Leriche, Gerard 

PATENT ASSIGNEE (S): Lipha, Fr. 

SOURCE: Fr. Detaande, 43 pp. 

CO DEN: FRXXBL 

DOCUMENT TYPE: Patent 

LANGUAGE: French 

FAMILY ACC. NUM. COUNT: 1 

PATENT INFORMATION: 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


FR 2829766 






Al 




20030321 




FR 2001-11950 




20010914 


WO 2003024946 




A2 




20030327 




WO 2002-EP9435 




20020823 


WO 2003024946 




A3 




20031204 
















W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, BR, 


BY, 


BZ, 


CA. 


, CH, CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, ES, 


PI. 


GB, 


GD. 


, GE, GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, KP, 


KR, 


KZ, 


LC, 


, LK, LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, MX, 


MZ, 


NO, 


NZ, 


, OM, PH, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, TJ, 


TM, 


TN, 


TR, 


, TT, TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZM, 


zw 












RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


sz, 


TZ, UG, 


ZM, 


zw, 


AM, 


, AZ, BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, CY, 


CZ, 


DE, 


DK, 


, EE, ES, 


PI. 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, SE, 


SK, 


TR, 


BF, 


, BJ, CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, SN, 


TD, 


TG 
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A 20010914 
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For example, [4- (3-methoxyphenyl) pi perazin-l-yl] oxoacetic acid vas prepd. 
in 41% yield from reaction of 1- (3-raethoxyphenyl) piperazine in THF with 
ethoxalyl chloride in toluene in the presence of K2C03 followed by base 
hydrolysis of the formed ester. 2-Oxo- [4- (toluene- 4 -sulf onyl) pipe razin-1- 
yl] acetic acid Et ester was prepd. in 54% yield by reacting piperazine 
with ethoxalyl chloride in acetic acid to give 2-oxo-2-piperazin-l- 
ylacetic acid Et ester hydrochloride followed by tosylation. 

IT 502456-56-6P, (4- (6-Chloropyridazin-3-yl) piperazin-l-yl) oxoacetic 
acid 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) i BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of oxamate derivs. with nitrogen part of 
six-membered heterocycle useful for treating hyperglycemia- re la ted 
disorders) 
RN 502456-56-6 CAPLUS 

CN 1-Piperazineacetic acid, 4- (6-chloro-3-pyridazinyl) -a-oxo- (9CI) 
(CA INDEX NAME) 



H02C-' 




REFERENCE COUNT: 15 THERE ARE 15 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



C(0)C(0)OR 
R2 A R3 



AB The invention relates to heterocyclic oxamates (shown as I; variables 

defined below; e.g. sodium (4-acetylpiperazino) oxoacetate) , tautomeric, 
enantiomeric, diastereomeric and epimeric forms and pharmaceutical^ 
acceptable salts, methods for preparing them and use in treatment of 
pathologies associated with the hyperglycemia. For I: R - H, alkyl (C1-C3) ; 
X - O, S, -CR5R5'- or -NR6-; Rl, R2, R3 and R4 - H or alkyl (C1-C3) ; 
addnl. details are given in the claims. The ability of 18 examples of I 
to reduce glycemia in diabetic rats is tabulated for 20 mg/kg/day after 1 
and 4 days of treatment and also for 200 mg/kg/J after 1 and 4 days of 
treatment; for example, 18, 24, 16 and 18 %, resp., redns. were found for 
sodium (4-acetylpiperazino) oxoacetate. One example preparation of I is 
included, but characterization data is included for 155 examples of I. 
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INVENTOR(S): Di Malta, Alain; Garcia, Georges; Roux, Richard; 

Schoentjes, Bruno; Serradeil-le Gal, Claudine; 

Tonnerre, Bernard; Wagnon, Jean 
PATENT ASSIGNEE (S) : Sanof i-Synthelabo, Fr. 

SOURCE: PCT Int. Appl., 112 pp. 
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DOCUMENT TYPE: Patent 
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PATENT NO. 




KIND 


DATE 




APPLICATION 


NO. 




DATE 


WO 


2003008407 




A2 




20030130 




WO 2002- 


FR2500 




20020715 


WO 


2003008407 




A3 




20031016 
















W: AE, AG, 


AL, 


AM, 


AT, 


AU, AZ, 


BA, 


, BB, BG, 


BR, 


BY, 


BZ, 


CA, CH, CN, 




CO, CR, 


CU, 


CZ, 


DE, 


DK, DM, 


DZ, 


. EC, EE, 


ES, 


FI, 


GB, 


GD, GE, GH, 




GM, HR, 


HU, 


ID, 


IL, 


IN, IS, 


JP, 


, KE, KG, 


KP, 


KR, 


KZ, 


LC, LK, LR, 




LS, LT, 


LU, 


LV, 


MA, 


MD, MG, 


MK, 


, MN, MW, 


MX, 


MZ, 


NO, 


NZ, OM, PH, 




PL, PT, 


RO, 


RU, 


SD, 


SE, SG, 


SI, 


, SK, SL, 


TJ, 


TM, 


TN, 


TR, TT, TZ, 




UA, UG, 


US, 


UZ, 


VN, 


YU, ZA, 


ZM, 


, ZW 












RW: GH, GM, 


KE, 


LS, 


MW, 


MZ, SD, 


SL, 


. SZ, TZ, 


UG, 


ZM, 


zw, 


AM, AZ, BY, 




KG, KZ, 


MD, 


RU, 


TJ, 


TM, AT, 


BE, 


, BG, CH, 


CY, 


CZ, 


DE, 


DK, EE, ES, 




FI, FR, 


GB, 


GR, 


IE, 


IT, LU, 


MC, 


, NL, PT, 


SE, 


SK, 


TR, 


BF, BJ, CF, 




CG, CI, 


CM, 


GA, 


GN, 


GQ, GW, 


ML, 


, MR, NE, 


SN, 


TD, 


TG 




FR 


28 27604 




Al 




20030124 




FR 2001- 


10359 




20010717 


FR 


2827604 




Bl 




20030919 














CA 


2450437 




AA 




20030130 




CA 2002- 


2450437 




20020715 


EP 


1419150 




A2 




20040519 




EP 2002- 


774822 




20020715 


EP 


1419150 




Bl 




20050427 
















R: AT, BE, 


CH, 


DE, 


DK, 


ES, FR, 


GB, 


, GR, IT, 


LI, 


LU, 


NL, 


SE, MC, PT, 




IE, SI, 


LT, 


LV, 


FI, 


RO, MK, 


CY, 


, AL, TR, 


BG, 


CZ, 


EE, 


SK 


BR 


2002011284 




A 




20040803 




BR 2002- 


11284 




20020715 


CN 


1533387 




A 




20040929 




CN 2002- 


814262 




20020715 


JP 


2004536131 




T2 




20041202 




JP 2003- 


513966 




20020715 


NZ 


530144 




A 




20050324 




NZ 2002- 


530144 




20020715 


AT 


294171 




E 




20050515 




AT 2002- 


774822 




20020715 


ZA 


2003009717 




A 




20041215 




ZA 2003- 


9717 






20031215 


US 


2004180878 




Al 




20040916 




US 2004- 


484370 




20040116 


HK 


1061679 




Al 




20050722 




HK 2004- 


104546 




20040625 
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WO 2002-FR2500 W 20020715 

OTHER SOURCE(S): MARPAT 138:137337 
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R4 




I 



AB The invention concerns N-phenylsulf onyl-1, 3-dihydro-2H-indole-2-one 

derivs. containing piperazinylcarbonyl or homopiperazinylcarbonyl (shown as 

I; 

variables defined below; e.g. 5-chloro-l- [ (2, 4-dimethoxyphenyl) sulf onyl} -3- 
(2-methoxyphenyl) -3-[2-oxo-2-[4- (4-pyridinyl) -1-piperazinyl] ethyl) -1,3- 
dihydro-2H-indol-2-one) , as well as their addition salts with acids or 
organic 

salts, their solvates and/or hydrate (s), exhibiting affinity and 
selectivity for arginine-vasopressin Vlb receptors and/or for oxytocin 
receptors, and further, for certain compds., an affinity for Via 
receptors. The invention also concerns the method for preparing them, 
intermediate compds. (I without phenyl sulf onyl) for their preparation, 
pharmaceutical compns. containing them and their use for preparing 
medicines. 

For It n - 1 or 2; X - -CH2-, -0-, -NH-, -0-CH2-, -NH-CH2-, -NH-CH2-CH2-; 
Rl - halo, (C1-C4) alkyl, (C1-C4) alkoxy; R2 - H, halo, (C1-C4) alkyl, 
(Cl-C4)alkoxy, trifluoromethyl; R3 - halo, (C1-C3) alkyl, (C1-C3) alkoxy, 
trifluoromethyl, trif luoromethoxy; R4 - H, halo, (C1-C3) alkyl, 
(CI -C3) alkoxy; R5 - pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, 
thiazol-2-yl, oxazol-2-yl, imidazol-2-yl; R6 - (C1-C4) alkoxy; R7 - 
(C1-C4) alkoxy. Compds. I exhibit inhibition concns. (IC50) for Via and 
Vlb vasopressin receptors and for oxytocin receptors from 10-6 to 10-9 M 
and for V2 receptors better than 10-6 M. About 40 examples of 
intermediate prepns. and 92 examples of preparation of I are included. 
IT 4*2432-09-4P, 5-Chloro-l- [ (2, 4-dimethoxyphenyl) sulf onyl] -3- (2- 

isopropoxyphenyl) -3-(2-oxo-2-(4- (pyridazin-3-yl) -1-piperazinylJ ethyl] -1,3- 
dihydro-2H-indol-2-on« 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) t THU 
(Therapeutic use)/ BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of N-phenylsulf onyldihydroindolone derivs. 
containing piperazinylcarbonyl or homopiperazinylcarbonyl as vasopressin 
receptor inhibitors, their preparation and their therapeutic use) 
RN 492432-09-4 CAPLUS 

CN Piperazine, 1- [ [5-chloro-l- ( (2, 4-dimethoxyphenyl) sulf onyl] -2, 3-dihydro-3- 
(2- (1-methylethoxy) phenyl] -2-oxo-lH-indol-3-yl] acetyl] -4- (3 -pyridazinyl) - 
(9CI) (CA INDEX NAME) 
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(Continued) 




CH2-C 



-CrO 



492431-87-59, S-Chloro-3- (2-isopropoxyphenyl) -3- [ 2-oxo-2- [4 - 
(pyridazin-3-yl) -1-piperazinyl) ethyl] -1, 3-dihydro-2H-indol-2-one 
RL: RCT (Reactant) i SPN (Synthetic preparation) ; PREP (Preparation)* RACT 
(Reactant or reagent) 

(preparation of N-phenylsulfonyldihydroindolone derivs. containing 
piperazinylcarbonyl or homopiperazinylcarbonyl as vasopressin receptor 
inhibitors, their preparation and their therapeutic use) 
492431-87-5 CAPLUS 

Piperazine, 1- [ [5-chloro-2, 3-dihydro-3-(2- (1-raethylethoxy) phenyl] -2-oxo-lH- 
indol-3-yl] acetyl] -4- (3-pyridazinyl)- (9CI) (CA INDEX NAME) 
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PUBLISHER: 

DOCUMENT TYPE: 

LANGUAGE: 

OTHER SOURCE(S) : 

GI 



CAPLUS COPYRIGHT 2005 ACS on STN 
2002:767295 CAPLUS 
138:137076 

Substituted uracil derivatives as potent inhibitors of 

po ly (ADP-ribose) po lyme r as e - 1 (PARP - 1 ) 

Steinhagen, Henning; Gerisch, Michael* Mittendorf, 

Joachim; Schlemmer, Karl-Heinz; Albrecht, Barbara 

Institute of Medicinal Chemistry, Pharraa Research 

Centre, Bayer AG, Wuppertal, D-42096, Germany 

Bioorganic fc Medicinal Chemistry Letters (2002), 

12(21), 3187-3190 

CODEN: BMCLE81 ISSN: 0960- 8 94X 

Elsevier Science Ltd. 

Journal 

English 

CAS REACT 138:137076 



O 

S'^Nj^NH 

^^N^O N^ 

I eft 



"6 



AB A new class of PARP-1 inhibitors, namely substituted fused uracil derivs. 
such as I, were synthesized. Starting from a derivative with an IC50-2 t*H 
the chemical optimization program led to corapds. with more than a 100-fold 
increase in potency (IC50<20 nM) . Addnl., physicochem. and 
pharmacokinetic properties were evaluated. It could be shown that compds. 
bearing a piperazine or Ph substituted BAla-Gly side chain exhibited 
the best overall profile. 

IT 491837-62-89 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; BIOL 
(Biological study) ; PREP (Preparation) 

(preparation of uracil derivs. as inhibitors of 
poly ( ADP-ribose ) polymerase - 
1) 

RN 491837-62-8 CAPLUS 

CN 2H-Thiopyrano(4,3-d]pyrimidine-l (5H) -propanamide, 3,4, 7, 8-tetrahydro-2, 4- 
dioxo-N-[2-oxo-2- (4- (3-pyridazinyl) -1-piperazinyl) ethyl]- (9CI) (CA index 
NAME) 
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491837-85-5 CAPLUS 

Piperazine, 1- (chloroacetyl) -4- (3-pyridazinyl) - (9CI) (CA INDEX NAME) 




REFERENCE COUNT: 



THERE ARE 26 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



IT 491837-79-7P 491837-83-5* 

RL: RCT (Reactant) t SPN (Synthetic preparation) » PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of uracil derivs. as inhibitors of 
po ly ( ADP -ribose)po lyme ras e - 
1) 

RN 491837-79-7 CAPLUS 

CN Piperazine, 1- (aminoacetyl) -4- (3-pyridazinyl) - (9CI) (CA INDEX NAME) 
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117:128058 

Nitroimidazoles, part XXIII - activity of 
satranidazole series against anaerobic infections 
Nagorajan, K. ; Gowrishankar, R. ; Arya, V. P.; George, 
T.» Nair, M. D. ; Shenoy, S. J. i Sudarsanam, V. 
Hind. CIBA-GEIGY Res. Cent., Bombay, 400 063, India 
Indian Journal of Experimental Biology (1992), 30(3), 
193-200 

CODEN: IJEBA6; ISSN: 0019-5189 

Journal 

English 
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antianaerobic profile of II. 

81008-23-1 

RL: BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(anaerobic bacteria sensitivity to, structure in relation to) 
87008-25-1 CAPLUS 

Piperazine, l-acetyl-4- (6- [2- (l-raethyl-5-Ditro-lH-imidazol-2-yl) ethenyl] -3- 
pyridazinyl]- (9CI) (CA INDEX NAME) 



»i in 

ff-N N— N 

028 a? -CH=ai- ^ s '^" HAC 



t v-« / 



AB A large number of nitroimidazoles were examined for in vitro activity 
against 3 

anaerobes - Bacteroides fragilis (Bf ) , a strain of Bf resistant to 
metronidazole (I) and Clostridium perfringens and many found to be active. 
Among these may be mentioned l-methyl-5-nitroimidazoles carrying N-bound 
heterocycles at position 2, such as satranidazole (II) and III (Rl * H, R2 
- S02Et, S02NMe2, morpholinylcarbonyl, morpholinoethylaminothioxoraethyl) 
which are at least twice as active as I, ornidazole (IV) and tinidazole 
(V) . Even more active are 5-nitroimidazolylbenzimidazole, 
-thiazolidinone, and -thiadiazolidine dioxide. Many other types of 
compds. derived from l-methyl-2-araino-5-nitroimidazole are feebly active. 
Among 5-nitroimidazoles with a carbon substituent at position 2, I, IV and 
V are equiactive while dimetridazole is more active than I against Bf. 
Some 2-vinyl derivs. are very potent, with VI and VII being outstanding. 
Activity better than I is seen for nitroimidazooxazepines. 
5-Nitroimidazoles are more active against anaerobes than the 4-nitro 
isomers. Antianaerobic and antiamoebic activities generally run parallel 
in these classes of compds. The study has led to the elaboration of the 
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GI For diagram(s), see printed CA Issue. 

AB The title compds. I (Rl - H, halo, lH-imidazol-l-yl, alkyloxy, aryloxy, 
aralkoxy, alkylthio, arylthio, HO, HS, amino, alkylsulf inyl, 
alkylsulfonyl, cyano, alkoxycarbonyl, alkanoyl, alkyl; R2, R3 - H, alkyl; 
R2R3 - CH:CHCH:CH; X - CH:NCH:CH2, optionally alkyl- or aryl-substituted 
CmH2mNR4CnH2n, CmH2mCR5R6CnH2n, Cm-1H2 (m-1) CR7:CR8CnH2n; R4 - H, alkyl, 
aryl, thiazolyl, pyrimidinyl, quinolinyl, etc. t RS ■ H, alkyl, aryl, HO, 
alkyloxy, etc.; R6 - H, alkyl, aryl, indolyl, pyridinyl, etc.j R7, R9 - H, 
alkyl, aryl, aralkyl, pyridinyl; aryl - (un) substituted Phi m,n - l-4i m+n 
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- 3-5) were prepd. Thus, 3, 6-dichloropyridazine was treated with 

I, 2,3,6-tetrahydro-4-(3-metbylphenyl)pyridine to give pyridinylpyridazine 

II, which in the Rhinovirus Cytopathic Effect Test gave 0.006 ng/mL as 
the lowest concn. necessary to inhibit fc75l of the cytopathic 

effect of human rhinovirus. Oral drops were prepd. by dissolving 500 g I 

in 0.5 L MeCHOHC02H and 1.5 L polypropylene glycol at 60-80*, 

cooling to 30-40*, adding 35 L polyethylene glycol, mixing well, 

adding 1750 g Na saccharin in 2.5 L purified H20 and 2.5 L cocoa flavor, 

and finally polyethylene glycol to 50 L to provide a soln. comprising 10 

mg I/mL. 

100241-18-7P 

RL: BAC (Biological activity or effector, except adverse) > BSU (Biological 
study, unclassified) t SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of, as virucide) 
100241-18-7 CAPLUS 

Piperazine, l-acetyl-4- (6-chloro-3-pyridazinyl) - (9CI) (CA INDEX NAME) 
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Nitroimidazoles: part XIX - structure-activity 
relationships 

Nagarajan, K.; Arya, V. P.; George. T.i Nair, M. D.; 
Sudarsanan, V.; Ray, D. X. i Sbrivastava, V. B. 
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CODEN: IJSBDB) ISSN: 0376-4699 

Journal 
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A variety of nitroimidazoles, mostly 1, 2-disubstituted-S-nitro derivs. 
were examined for in vitro activity against Entamoeba histolytica and for 
effectiveness in treating early hepatic infection in golden hamsters. 
Many compds. carried a functionalized N atom at position 2. In vivo 
activity was observed with l-alJcyl-5-nitroimidazoles carrying a substituted 
iraidazolidinone or imidazole. Among these derivs., l-methylsulf onyl-3- (1- 
methyl-5-nitro-2-imidazolyl) -2-imidazolidinone (I) [56302*13-7] was the 
most potent against hepatic and caecal infections of E. histolytica in the 
golden hamster and Trichomonas foetus infections in mice. It was 
developed as a drug for treatment of araoebiasis, giardiasis, and 
trichomoniasis. The structure-antiamebic activity relationships of the 
nitroimidazoles are discussed. 
87008-25-1 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(amebicidal activity of, structure in relation to) 
87008-25-1 CAPLUS 

Piperazine, l-acetyl-4- (6- (2- (l-methyl-5-nitro-lH-imidazol-2-yl) ethenyl] -3- 
pyridazinyl]- (9CI) (CA INDEX NAME) 
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Nitroimidazoles: Part XV. l-Methyl-5-nitro-2- 
oxy(mercapto) imidazoles, l-methyl-5-nitroimidazole-2- 
methanol (carboxaldebyde and glyoxalic ester) 
derivatives and 1-substituted alkyl-2-methyl-5- and 
-4 -nitroimidazoles 

Arya, V. P.; Nagarajan, K. ; Shenoy, S. J. 

Ciba-Geigy Res. Cent., Bombay, 400 063, India 

Indian Journal of Chemistry, Section B: Organic 

Chemistry Including Medicinal Chemistry (1982), 

21B(12), 1078-86 

CODEN: IJSBDB; ISSN: 0376-4699 

Journal 

English 



Approx. 60 title imidazoles were prepared by standard reactions. Thus, 
displacement reactions on I (R - MeS02) with phenols gave I (R - 
P-OCHC6H4, l-oxido-3-pyridyl) . 
87008-23-1P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of) 
87008-25-1 CAPLUS 

Piperazine, l-acetyl-4- {6- (2- (l-methyl-5-nitro-lH-imidazol-2-yl) ethenyl] -3- 
pyridazinyl}- (9CI) (CA INDEX NAME) 
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